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INTERNATIONAL PRELIMINARY 

EXAMINATION REPORT International application No. PCT/IL97/00301 

I. Basis of th report 

1 . This report has been drawn on the basis of {substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments ): 

Description, pages: 

1 -24 as originally filed 

Claims, No.: 

1-58 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

4. Additional observations, if necessary: 

III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

- The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non-obvious), 
or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 

JS claims Nos. 1 (part), 51 . 52(part). 56, 57 ; 58(part). 

because: 

□ the said international application, or the said claims Nos. relate to the following subject matter which does 
not require an international preliminary examination (specify): 

Form PCT/IPEA/409 (Boxes l-VIII. Sheet ^) (January 1994) 
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□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

fS no international search report has been established for the said claims Nos. 1(part). 51. 52(part). 56. 57. 
58(part). 

IV. Lack of unity of invention 

1 . In response to the invitation to restrict or pay additional fees the applicant has: 

□ restricted the claims. 

□ paid additional fees. 

□ paid additional fees under protest. 

IS neither restricted nor paid additional fees. 

2. □ This Authority found that the requirement of unity of invention is not complied and chose, according to Rule 

68.1 . not to invite the applicant to restrict or pay additional fees. 

3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1. 13.2 and 13.3 is 

□ complied with. 

G3 not complied with for the following reasons: 
see separate sheet 

4. Consequently, the following parts of the international application were the subject of international preliminary 
examination in establishing this report: 

□ all parts. 

IS the parts relating to claims Nos. 1(part). 2-50. 52(part). 53-55. 58(part). 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



1 . Statement 



Novelty (N) 


Yes: 


Claims 


none 




No: 


Claims 


1-50. 52-55. 58 


Inventive step (IS) 


Yes: 


Claims 


none 




No: 


Claims 


1-50. 52-55. 58 


Industrial applicability (I A) 


Yes: 


Claims 


1-50. 52-55 see separate sheet. 58 




No: 


Claims 


none 



2. Citations and explanations 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 
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The documents which are referred to in this communication are consecutively 
numbered in the order of their listing in the International search Report. 



Section IV 

The IPEA considers that there are four inventions claimed in the present application; 
the reasons being as follows: the use of metformin in a pharmaceutical composition for 
the treatment of Syndrome X of Reaven has ben described in the prior art, (see 
Pharmacological Research, vol. 30, 1994, pages 187-228 and Cardiovascular Risk 
Factors, vol. 3, 193, pages 67-73. Hence, in view of the prior art, the technical problem 
underlying the present application can be defined as the provision of alternative 
pharmaceutical compositions for the treatment of Syndrome X of Reaven. The present 
application provides the following solutions to this problem: 

1 ) Pharmaceutical compositions comprising Somatostatin or its analogs. 

2) Pharmaceutical compositions comprising Diazoxide or its analogs. 

3) Pharmaceutical compositions comprising Cyclothiazide or its analogs. 

4) Pharmaceutical compositions comprising Metformin. 

There exists no single inventive concept underlying the plurality of the claimed 
inventions in the sense of Rule 13.1 PCT. Consequently there is lack of unity of the 
application. Search fees has only been paid for the first claimed invention. Therefore 
only the claimed first invention defined by present claims 1 (partially), 2-50, 52 
(partially) 53-55 and 58 (partially) has been subject for this IPER. 

Section V 
V.1 Novelty 

Subject matter of present claims 1-7, 52-55 and 58 does not appear to be novel in the 
sense of Article 33(1) and (2) for the following reasons: 

The pharmaceutical use of somatostatin and somatostatin analogues is already known, 
(see D1-D8). Therefore pharmaceutical compositions comprising somatostatin or 
known somatostatin analogues do not appear to be novel irrespective of the intended 
use. Consequently, the subject matter of claims 1 -7 does not appear to be novel. 
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D8 discloses the use of three somatostatin analogues (see page 3, formula l-MI) as lung 
protecting agents. Those three agents appear to be identical to the somatostatin 
analogues of present claim 35. Furthermore does it appear that D8 discloses at least 
some of the somatostatin analogues mentioned in the present claims 8-50, (compare 
e.g. D8, page 8, line 20 with present claim 9). Consequently it would appear that the 
subject matter of at least some of present claims 8-50 lacks novelty with respect to D8. 

D1 discloses the use of SMS 201-995 (a somatostatin analogue) for the treatment of 
hyperinsulinaemia, (see introduction, and page 714, fig. 1). The present application 
explains that the risk factors of syndrome X of Reaven are all caused by a high 
resistance to insulin (cf. page 2, lines 6-9). Since hyperinsulinaemia is a hallmark of 
insulin resistance (see D9, page 68, 2. col. lines 7-14), it would appear that the use of 
somatostatin analogues according to present claims 52-55 and 58 is not novel with 
respect to D1. 

D2 discloses the use of octreotide, an analogue of somatostatin, for the treatment of 
hyperinsulinaemia, (see abstract and page 754, fig. 3). For the same reasons as stated 
above, the subject matter of present claims 52-55 and 58 does not appear to be new 
with respect to D2. 

D3 discloses the use of somatostatin in the treatment of hypertension in obese patients 
suffering from hyperinsulinaemia. Hypertension and central obesity are some of the risk 
factors mentioned in the present application, (cf. page 1, last paragraph). D3 suggests 
that these risk factors may be linked to hyperinsulinaemia, (which is a characteristic of 
insulin resistance), and therefore it would appear that the subject matter of present 
claims 52-55 and 58 is not novel with respect to D3. 

D4 discloses the use of SMS 201-995 (octreotide acetate) for the treatment of 
hyperinsulinism in infants. With respect to D4, the subject matter of present claims 52- 
55 and 58 therefore does not appear to be new. 

D5 discloses the use of SMS 201-995 (octreotide acetate) in the treatment of unstable 
angina. Since this disease is one of indications embraced by present claims 52-55 and 
58 (cf. present description page 21, line 25), the subject matter of these claims also 
does not appear to be novel with respect to D5. 
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D6 and D7 disclose somatostatin analogues, which inhibit the release of insulin (see 
abstracts). With respect to these documents, it would therefore appear that subject 
matter of present claims 52-55 and 58 is not novel, because it appears that it is the 
capacity of somatostatin and analogues to inhibit the insulin secretion, which is 
responsible for the therapeutic effect in patients suffering from hyperinsulinaemia. 

V.2 Inventive step 

Problem of the invention appears to be the provision of a therapeutic agent for the 
treatment of hyperinsulinemia, (cf. present description, page 1, lines 1-17). This 
problem is solved by the use of somatostatin analogues. However, this solution to the 
problem appears to be obvious to the person skilled in the art for the following reason. 
From D1, D2, D3, D4, D5, D6 and D7 it is known that somatostatin and analogues (e.g. 
octreotide) can be used in the treatment of hyperinsulinemia. Therefore it does not 
appear to be surprising that novel somatostatin analogues similar to the somatostatin 
analogues known from D8, also possess this therapeutic effect. 

This opinion also appears to be supported by the fact that only the therapeutic effect of 
the known analogue octreotide has been shown, without providing any evidence that 
novel somatostatin analogues falling within the scope of present claims 8-50 would 
possess unexpected effects. Also does the present application not provide any 
examples of how to prepare any of the claimed compositions. 

V.3 Industrial applicability 

For the assessment of the present claims 52-55 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT. The patentability can also be 
dependent upon the formulation of the claims. The EPO, for example, does not 
recognize as industrially applicable the subject-matter of claims to the use of a 
compound in medical treatment, but may allow, however, claims to a known compound 
for first use in medical treatment and the use of such a compound for the manufacture 
of a medicament for a new medical treatment. 

Section VIII: 

It appears evident from the description, (page 4, lines 18-20) that the somatostatin 
analogues should comprise the chain D-Trp-Lys. However, when compared to e.g. 
present claim 28, it appears that Trp can also be in the L-form. This inconsistency 
results in lack of clarity contrary to Article 6 PCT. 
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The term "risk factors of syndrome X of Reaven" used in present clams 1, 52 and 58 
appears to be unclear, because it is not evident from the claims which factors are 
meant (Article 6 PCT). 

It appears that present claims 2 and 3 lack a dependency reference to the independent 
claim 1. 

The meaning of the "(as herein defined)" mentioned in present claims 1-51 and 58 is 
unclear, (Rule 6.2a PCT). 
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This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 1 8. A copy is being transmitted to the International Bureau. 



,: 3 i n f sm «*; 0r j a i Search Report. consists of a total „of 5 sheets. 

P] |t is also accompanied by a copy of each prior art document cited in this report. 



1 O Certaln claims were f° und unsearchable (see Box I). 
2. Unity of invention is lacking (see Box II). 

3 [71 The international application contains disclosure of a nucleotide and/or amino acid sequence listing and the 
international search was carried out on the basis of the sequence listing 
| | filed with the international application. 

[y] furnished by the applicant separately from the international application, 

I I but not accompanied by a statement to the effect that it did not include 
— matter going beyond the disclosure in the international application as filed. 

| | Transcribed by this Authority 



4. With regard to the title, the text is approved as submitted by the applicant. 

| | the text has been established by this Authority to read as follows: 



5. With regard to the abstract, 



| y | the text is approved as submitted by the applicant. 

I - ) the text has been established, according to Rule 38.2(b), by this Authority as it appears in 
— Box III. The applicant may, within one month from the date of mailing of this International 
Search Report, submit comments to this Authority. 



6. The figure of the drawings to be published with the abstract is: 

Figure No. Q as suggested by the applicant. 

| | because the applicant failed to suggest a figure. 



| | None of the figures. 



| | because this figure better characterizes the invention. 
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This international Search Report has not been established in respect o, certain c.ai der Artide 17(2)(a) for the lowing reasons: 

1 • 1^ b^a^ey reiate to subject matter not required to be searched by this Authority, namely: 



2 - D relate to parts of the Internationa. Application that do not comply with the prescribed requirements to such 

aTe^t that no meaningful International Search can be earned out, specially. 



3. | | Claims Nos.: 



t drafted in accordance with the second and third sentences of Rule 6.4(a). 



hecause the y are de penden t claims and are not < 
Dwv ., nervations where unity of Invention is lacking (Continuat ion of Item 2 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 



see additional sheet 



I I As all required additional search fees were timely paid by the applicant, this (ntemational Search Report covers all 
* ' searchable claims. 



2. I ] As all searchable claims could be searched 
1 of any additional fee. 



without effort justifying an additional fee, this Authority did not invite payment 



additional search fees were timely paid by the applicant, this International Search Report 



3 ["I As only some of the required additional search tees were urneiy 
3 " LJ lovers only those clairns for which fees were pa.d, specifically claims Nos.. 



4 m No required additional search fees were timely paid by the aP^^ «■ - 8 "* ^ " 

^ restricted to the invention first mentioned in the claims; it is covered by claims Nos.. 

l(part.), 2-50 (comp.), 52(part.), 53-55(comp.) , 
58 (part.) 



Remark on Protest 



| 1 The additional search fees were accompanied by the applicant's protest. 

| [ No protest accompanied the payment of additional search fees. 
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



1. Claims: 1 (partially), 2-50 (completely), 52 (partially), 
53-55 (completely), 58 (partially) 



Pharmaceutical compositions for the treatment of the risk 
factors of syndrome X of Reaven comprising Somatostatin or 
one of its analogs; Uses of the said Somatostatin 
compositions. 



2. Claims: 1 (partially), 51 (completely), 52 (partially), 
56 (completely), 58 (partially) 



Pharmaceutical compositions for the treatment of the risk 
factors of syndrome X of Reaven comprising diazoxide or one 
of its analogs; Uses of the said diazoxide compositions. 



3. Claims: 1 (partially), 52 (partially), 58 (partially) 

Pharmaceutical compositions for the treatment of the risk 
factors of syndrome X of Reaven comprising cyclothiazide or 
one of its analogs; Uses of the said cyclothiazide 
compositions 



4. Claims: 1 (partially), 52(partial ly) , 57 (completely), 
58 (partially) 



Pharmaceutical compositions for the treatment of the risk 
factors of syndrome X of Reaven comprising Metformin; uses 
of the said metformin compositions. 
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